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alkylcarbonyl or Ci^ allQrlsulfonyl; m is 1 or 2; and n is 2 or 3. 



(57) Abstract: It is intended to provide novel 
fused bicyclic pyrimidine derivatives represented 
by the following general formula (1) which 
have antagonism to tachykinin receptors, in 
particular, NKl receptor antagonism. Namely, 
/ 1 \ fiised bicyclic pyrimidine derivatives represented 
by the following general formula (1) or salts 
thereof: (1) wherein the rings A and B represent 
each a benzene ring optionally having 1 to 3 
substituents (wherein two adjacent substituents 
may be bonded to each other to form a ring); 
the ring C represents a nitrogen-containing 
ring; R represents hydrogen, Ci^ alkyl, C,^ 
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5] z^rvi^ymm^-v^^o 

15 vw>m, y'^)vm. n/\^m> mm. •j>rfBi> ^s^fm> ^j^> 

25 umiii^^^^n^o 
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HN. 



CI Q ^nHr" 



R'^r^ci m-xm 

(a) 



R^ir^ci 

(b) 



gj\ I \ " ^ 

m-JM R-^r^CI NHR ^=xg 



(d) 



(f) 



R^N^N-^ mmx.m 

H 

(e) 





(I) 



5 (^-X5g) 

15 ^©5&i$^Vi3SiiS;^^«^^T#S, 1 0 0'C-'2 O-CTIUS-^^. - 1 

0 cc — 5 orTfT 50D*W*bv^o 2^x@"rfflv^e)tis:^;i/3i^::i;pai^:bT 



wo 03/080619 ^^CT/JP03/03488 
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5 imr^xM) 

:^jLm\t. it^m (b) (R»Rt;^R^n«iBici^Do ) Lit^m (o (r^ 
)v^.:^)vmm^^v. Bm\mm\zmVo ) ^^^^-^^x. it^m (d) {r\ 

^)V^z^^s.\i (Dcc) , 3-x^;v-i- (3-v^^5^;VT^/:/Dtf;V') 

m 



wo 03/080619 




CT/JP03/03488 



>^(5!)^it4'. -2 0-8 O'er 3 om^^48mmmm'r^z.h\zj^omm'r 

^\^\^uy^>. z^^^^jry, h;vx>, ^i^U>s :M^^V>> t!U>^>. ^ 

Wl^rn (d) (R\ R^^S:t)^B^«tfft3t-l^l^. ) OR^'^I^* 
bfci^, ^'fbbT'fb'&'Kl (e) (R^RtJ^B^^MIBtCl^D, ) SMifT^X^ 

;w:tn@fm^omc5#*ET-e, ;<i5'/-;K XiS'/-;!/. Stmx5^;K i, 4- 

0 - 5 0 r-C 3 0 ^3-*^ e> 2 4 ^KMS-T § ei t J:: 0 
U t:7A- tert-:/ h^-> t^^®^^i^»tfe«7K^<b:^- b U U ^7 A, 
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28 

1 5 0 'CT? 3 0 6> 4 8 mmmmr^ ^ii\z^K) mmr^ z. hti^x^^. 
mmxm) 

:^j:m\ts it^m (e) (R^^ttKB^ttMsaici^Do ) tit^m (f) (a 

$nTViTt)^l/iCi'-Ce®T;l^=^;VS) . B (R^^) 2 (R'^«*^S^ Ci 
'-Ce®T;i'^;WS*feJ*Ci-Ce©T;Vn^S/S*fe«R^n*SVilC^^UT 

^SrJ^^bTViT'fe^V^o ) . Li, M g B r *fe«Z n C 1 ^^^^To ) 
^v^«i^UrL^-;VjK^SlcJ:t), -fb^i^ (g) (R^ A]SRtJtB^»te^lcPI 

S/1^>^':7A^'^i:bTt*> Jt'fb/l^i^'^'A, IfMA^i^'^A, 7±^)Vr±.h 

X-z-JrJV, IfX (1, S-i^i^Drt^iJ'v^XV) Xry h 7=^^;^ (hU 

it'^m (e) ic^bXO. OOl-l^i. iyPiitcittO. 0 1-0. 
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29 



y>(>. hU-2-:7U;P3i^x:7w'>> i. 2-tfx {z^y 3L:=,)V^::^y ^ j) 
X (>?7xn;i/si^x:7^y) -i. i' -if:^:75^;^^*t^^i?^§„ zin^o 

U > H /I ^ z^^AX\t=L -/ ^r;i.^#:jc^ bT 0 . 2 ~ 5 BMiZ 0 . 
:?Km:M-U'^A. Mm:^^Ur>A. ^m;^7U'^A> mm:^JVzy'yA. mm'tzy^ 

*XS«. (g) (R\ A^ROtB^^tftlBJCl^D) tlb-a-^KJ (h) 

15 ^^/^C^-^T. Ib-^^ (i) (A^S:t>*B^«luf3{Cl^D) SrMjfTSXSTab 

J&^b-g-i^ (g) l;i^bTl~2 0^»fflViTm^©#«ET3&§Vi«|^#«ETT8 
0~2 0 or. iffjilCltil 0 0-15 OICTS 0^^-'2 4I^P^^J!lS'r§;i^JCcfc 

U>. t!U>^>, ;P9">^>, nu>?>, N. N-':^pt5^;i'Txu>^(5!)^^ms> 
^m7K^:M-U'^A. Mm:^bU.'^A. ^^JbU^A. ^M;i3;P'>^A. ^m-fe 
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^^^^^-fb-^'^ (1) t^ji^^^J-ii^i^ (^j^t^i*m> nm^. mm. ^u-^h^ 

^mmj^. if;i/n-x, -7>xb-;K b-x^07K^^^) 

2(c^?«'ft:'&i^ (1) xn,^om.<Dmm. mm<o^$^. m^mz^v) 

TO. 0 00 1-3 0 Omg/kg/BT^So 1 B 1 HiX^^lHl 
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mmm 

mBvts.^mmxmt-^'^xh0i\^^o 



5> (3. OmL) «r5^h^fcHD>^7> (2 5mL) T^IRbT. -2 0^1^ 
:j3l^iTn->^5^;V'J5^'>A (1 3. 6mK 1. 5 2mo 1 /L^^rlJ->^^?i^) 
smfcm. -2 0'CT?ll^^«*^bTi^mbfeo ) JC, 4. 6->^i^nn-2 
- (p^^Jl'^^rt) tfUa>^> (2. 7 0g) a)7=-h9fcHD:7^> (5mL) ^ 

m^- 7 sxzx^^Tc^. smmtmvr^o Rj;^m\zmmii>^^i o^mn^^j 

>^bfe^, 7K^lID^T^ta*T#iaL/fe. 2mo 1 /L^M (2 SmL) ^Un 

(^5:.;^^^) t^ij^^>-5_:^j;i,:}?>^75t#e»nfe (1. 93g, 58%)o 
MS (EI) i32/z : 2 3 8 (M+) 
HRMS (EI) : C6H4C 1 gNzOzS^ibT 
ti-^M : 2 3 7 . 9 3 7 1 



CI 




wo 03/080619 



• 
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mmm : 2 3 7 



9 3 8 3 




H 



Boc 



5 3_75y_i_ (t-Zfh^-^iiJ)V^:=^)Vr^/) yD/1> (5. OOg) 

^3L^j-)v (5omL) 3, 5- (tfx h u y;i':tnp^^;w) ^> 

xr)V'f\i\^ (6. 9 5g) ^iM^xmMximm> mi^^xsox^ximmmw 

Ti^mit^'^mi- h^j^j^ (2. i8g) ^Mxx^uximmi^iyfto 
10 ^^}^vx. tk (5ml) ^M\^x immmwvrcm. mm^m^vnio 

IS^SS^-rst, 1- it-':rh^zyti)V^::^)VT^y) -3- [3. 5- 
U:7;i/:tPp^^;P)^>>^>'VT5/]yo/^>*^#^ti:^(l 1. 5 g. 1 0 0%)o 
MS (FAB+) 172/-^ : 4 0 1 (M + H+) 
15 HRMS (FAB+) : CiyHaaFeNgOg^l^'C 
tf^fii : 4 0 1 . 1 6 6 4 
: 4 0 1 . 1 6 9 6 

<##^J3> 



20 
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ay) x.^> (10.. Og) Rm, 5- (b'XhU'7;V:tD>^5^;V) ^>XT 
)V^\i\^ (15. le)f)^&. 1- (t-^^h^^v-l^^V^^::!;!/) -3- [3. 5 

- !ih^)y)v^u^^)V) ^>-j)i'r^yi x.^>f)m^nrc (24. og. 1 

0 0%) o 

5 MS (FAB-^) my-z : 3 8 7 (M+H"^) 

HRMS (FAB+) : CieHaiFeN^O^iibX 
t^^^it : 3 8 7 . 1 5 0 7 
llSflffi : 3 8 7 . 1 4 9 4 

10 <mmm4> 




mit^^:=-)V (llmL) \Z4, tfU^5^ 

>-^-fi)v^>m im^mi<Di\:^m; 3. 5 9g) Rt^N, N->^^^;i/tc 

;i.ATS]^ (0. 2mL) ^iPAT 2^HJB^jlt!iEUfe« ^mm^m&^^VX 

15 

1_ (t-:/h4^'>;i!j;W3j?:^JVT5y) -3 - C3, 5- (hU:7;V:f P^5^ 

^>i^Ji/T^y] :/D/i> mmm2 0it'^^ ; e. eig) RD^bUx^ 

;i/Ta> (lOmL) *5^h^tHD7^> (4 0mL) ±mn^^ 
m:<D^ h^bHP:7^>(10ml) ^?lS$r^?^TT'il];lT. 1 mmm^^ 
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St> N- [3. 5-lfX (h'J7;V:tn^^;i') ^>z^M -N- [3- (t 

rt-) }£v^z^>-s-^)i^>mr^\^f)m^tirc (s. 49g, 9i%) . 

MS (FAB+) J22/^ : 6 2 1 (M+H+) 
5 HRMS (FAB^) : C^aH^sC 1 2FeN403S ^ibX 
ti-^M : 6 2 1 . 0 9 2 9 

mmm. : e 2 1 . 0938 

<##0!|5> 



^^_5_^;^3j*>^ (##^ry 1 O^b-a-^ ; 5. OOg) IBlZSI- it-^h^ 

i/^;i.3j?n;i/T^/) -2- [3. 5- ( h u >'jw:^p^^;w) ^>>^;vT^y] 
XiS'^ m^msoit-^m; s. 24s) ff^^^ n- [3. s-ifx (hu:7;i/ 
15 :rn>^5^;W) ^^v^JV] -N- [2- ( t h^i^:^j;i'3l<::^JVT^ / ) X5^;V] 

#e)nfc (12. 0 9 4%) . 

MS (EI) my^z : 6 0 6 (M+) 
HRMS (EI) : C22H22C 1 2F6N403StUT 
20 th^M : 6 0 6 . 0 6 9 4 
: 6 0 6 . 0 7 1 6 



10 
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<0mm 6 > 




NHj HCl 



N- [3, ih^jyjv:tuy^^)V) ^>>^;u] -N- [3- ( t 

5 \fiJ^z^>-5-:^)V'^>Br^\^ m^m4:(Di\:,^m ; 8. 2 3 g) ICS mo 

i/Lm-fbTiKm-B^BIx^;!^ (2 0mL) ^3»k?&TTin;^xiNFF^> ^ViT^ia 

)V) ^>i^M -N- (3-T^V:/Dtf;W -4. 6-i?i^DD-2- (^5^ 
JW^^-^) tfU5>^>-5-:i!j;Wzl^>mT^ h*itm^/&^#e»nfc (7. 3 5g. 1 

10 0 0 %) . 

MS (F AB+) m/'^ : 5 2 1 (M+H+) 
HRMS (FAB+) : C18H17C 1 2F6N4OS tbT 
mW-U : 5 2 1 . 0 4 0 4 
^mm. : 5 2 1 . 0 3 9 9 

15 

<##«ai7> 



N- [3, ihVy)l:tU;^^)l) ^>>^)V\ -N- (3-T^/:^ 

Dfcf;i/) -4. 6-$^i7DD-2- tfU ^ i^>- 5 -:^7;i/3j?>M 
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F (6mL) mt:fy^J^A (4. 15g) Srmxi OOTC-ei^ 

5 ^A^a'7ht5^7:7^- (fifmx^;V : ^=^^1t>= 1 : 1) iCTJltlS'rSt. 6 
- [3. 5-tfX (bU:7;l/:t-D>^5^;i/) - 4-i^PP-5. 6. 7, 

8, 9, 1 0-^=^^-9-11 HP- 2- - 5 -rt^^V ^ H [4, 

5-bi [1, 5] z^rv>'>*miE>nrc (2. osg, 70%) » 

MS (EI) 172/'^ : 48 4 (M+) 
10 HRMS(EI) : C18H15C 1 F6N40S^:bT 
: 4 8 4 . 0 5 5 9 

mmm. : 4 8 4. 0598 



N- [3. 5-tfx (hu:7;v?*-p^^;^) ^>z^)V'\ -n- [2- (t-:/ 
h^$^;«j;i/:^-;PTsy) x^;v] -4, 6-e^i^pp-2- tf 
\js,z^>-s-ij)v^>^r^}^ m^m5<D^[:^m ; 11. sg) jcismoi 

/Li^-fbTK^-S^mx^^;!/ (SOmL) Sr^J^TTJn^T ll^P^. MViT^i^T 
(2 0mL) \zmmi^X. ^m:i!?Ut>A (5. 3 7 g) ^SO;^T 1 0 Q-C^ 11^ 




wo 03/080619 



m 




^Z^i7U^h^'^y^- (@^mx5^;i/ : '\^1^->'= 2 : 1) ICTMM-r^a:. 6 
- [3. 5-tf7. (hU:7;i/:f D^^;i/) ^>z^)Vl -4-^7DD-2- (^9^ 
;^^^) _5-:i-=¥V-6. 7. 8. 9-5^b9liHD-5H-lfUSH [4. 
5 5-e] [1. 4] >?Tiffc!>5?>^#e>nfc (6. 2 2 g, 6 8%). 
MS (EI) mXz : 4 7 0 (M+) 
HRMS (EI) : C17H13CI FeN40StUT 

th^M : 4 7 0 . 0 4 0 3 

m&m. : 4 7 0 . 0 3 8 5 



6- [3, 5-lfX (hU7;i/:tPP^5^;V) '^^^-'V] -4-:5'On-5, 6. 
7,8,9.1 0-^^-y-kHO-2-(^5^;W5^^)-5-:t=^yk!U5H[4, 
15 5-b] [1. 5] mmm7(Di\:^m; 1. 50g) ^N. N-S^ 

F (6mL) \zmmV. TK^fb:^ h U '^7^ ( 1 8 5mg. 6 0% 
::e-'r;W^^) :£JO^T^?aTlNfK^j^b;/S:^> B^ih^'^JV (0. 4niL) 

TM^-r-Si, 6- [3. (l>U7;l/:rDX5^;W -4-i^ 

nn-5. 6. 7, 8. 9. 1 0 -'x^lf fc Hd- 1 0 -p^^JW- 2 - 



10 
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5^^) _5_:^dt:.yt!U^ H [4, 5-b] [1. 5li^r'/z^>tim^nrc(l. 
.3 6 g> 8 8%) . 
MS (EI) rnXz : 4 9 8 (M+) 
HRMS (EI) : C19H17CI F6N40Si:UT 
th^M : 4 9 8 . 0 7 1 6 
: 4 9 8 . 0 7 4 6 



6- [3. 5-tfX (hU:7;W::rPp^5^;W) ^>>^>'H -4-i57PP-5. 6, 
7, 8, 9. 10-^^ifbHD-2-(;*5^;i/^^)-5-:t^ytfU^l<[4. 

5-b] [1, 5] z^yVzy> (##^J 7 o^b'&ti ; 2. 4 3g) lc:7xn;i/3i^ 
o>m (7 3 2mg) , (hu:7xr:;i/5f;;^7w'» n^-J^J>^ (2 

8 9mg). h;i/X> (1 5ml) , 1. 4 ->^::i-^i5'> (8ml) S.t;f2mo 

\/i.mmr)-v^)^j^imwL (15ml) ^MPLxr)vzi>mMy'^^'^mw^^ 

^sii. 6- [3. 5-ifx (bu >';p:to^5";i/) ^>>^;v] -S, 6. 7. 8, 

9, 1 0-'\4=-1^-t:HD-2- (^^)V^:t) - 5 4^y- 4 -:7x::^;H:f U 
$F[4. 5-b] [1. 5-\ z^rVzy>iim^nrci2. 6 3g, 10 0%)c 
MS (EI) mXz : 5 2 6 (M+) 




H 
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HRMS (EI) : C24H2oF6N40StbT 
mWm. : 5 2 6 . 1 2 6 2 

mmm : 5 2 e . 1262 
5 <mmmii> 



F 




H 



^yi^)\,-\ -4-i^nn-5. 6. 7, 8, 9. 1 0 -^^r1^-fc F □ - 2 - 

^;^^^) -5-:r:^^yifusH [4. 5-b] [1, 5] i^rv^y> mmm 

10 7<Dit^^; 2. 4 3g) Rr^4-:7;i/:tD7a:n;V3}?D>M (8 4 0mg) 

e,. 6- [3. 5-tfx (hu:7;w::t-D>t5^;i/) ^>>?;H -4- {4-y)\^:t 

uyx.=i)V) -5, 6. 7, 8. 9. 1 O-^^itbb-n-2- 
_5_:^-t.ytfij5 H [4, 5-b] [1. 5] >^T V-»*«#e»nfe (2. 4 

9 g. 9 1 %) o 
15 MS (E I) mXz : 5 4 4 (M+) 

HRMS (EI) : C24Hi9F7N40Si:UT 
tfa^fii : 5 44. 1 1 6 8 
^illM : 5 44. 1 1 6 5 



20 <0^mi2> 
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^^c;;^] -4-^ati-5, 6, 7. 8, 9, 1 0-^=¥-y-th'D-2- (;< 
_5_:t^vt!g5H [4. 5-b] [1. 5] z^7V>^> (##^J 
5 7<Dit^^; 2. 4 3g) S.t;S2-^h^->:7x-;V3i^n>'m (9 12mg) f)^ 
e,. 6- [3, (bU:7;W:tnp^^;i') '^>i?;H -5, 6. 7. 8, 

9^ 1 0-^^i:M:iHn-4- (2 h^v':7x:n;V) -2- 
_5_:^;^yt!U^H [4, 5-b] [1. 5] z^rVz^y^m^tlTc (2. 4 
7 g. 8 9%) • 
10 MS (EI) i32/^ : 5 5 6 (M+) 

HRMS (EI) : C26H22FflN402S tbT 
: 5 5 6 . 1 3 6 8 
: 5 5 6 . 1 3 3 9 

15 <##«ajl3> 



##^ioi:l^^©;^l*i-J:«5, 6- [3. 5-ifx ( h U :7;i.:tn^^;w) 

-^>>^;i.] -4-^DD-5. 6. .7. 8. 9. 1 6 -'S^tJ-fc FD- 2 - (^ 
_5_:^dt.yt!U^H [4. 5-b] Cl, 5] z^T^Jz^y i^mm 
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KDit^m; 4 8 5mg) :^XS2 - :A^)Vy x.:=-)V:^u>m il 6 3mg) J&^S., 
g_ |-3^ 5-lfX (hU7;i/:rD^5^;V) ^^e^^JH -5, 6. 7, 8. 9, 
1 0-/\^1J-t: HP-4- (2 -;^^;i/'7x:::;W) -2- -5- 
:f^VtfU5H [4. 5-b] [1, 5] i^rViyy-^m^ntc (5 4 0mg. 

5 1 0 0 %) o 

MS (EI) myz : 5 4 0 (M+) 
HRMS (EI) : C25H22F6N40S^:bT 
fh^fit: 5 4 0. 14 1 9 
HSy-lit : 5 4 0 . 1 3 9 0 

10 

<##^J14> 



#5t#iJl 0^;f^<ll©:3^^lcJ;D, 6- [3. (hU:7;i.:^Dpt5^;i/) 
-4-i7DD-2- -5-:t^y-6, 7, 8, 9- 

15 5-h^fcHD-5H-fc!U5F [4. 5-e] [1. 4] i^Tiftf> (##^8 
Oil^-^m; 2. 3 6g) S:rJ^2-;>^5^;W:7x:n;V:^D>@l (8 16mg) i)^^^ 
6- [3. 5-lfX (hU7;W:tD^^;W) -4- (2-pt5^;i':7x 

_2- (pt^;i.^:t-) -5-:t-=^^V-6, 7, 8, 9-5"b^kl<a-5 
H-kTU^H [4. 5-e] [1. 4] >?7'tfH>*^#e»nrc (2. 6 3 g, 1 

20 0 0%). 

MS (EI) m/^ : 5 2 6 (M+) 

HRMS (EI) : C24H2oF6N40StbT 
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mMm. : 5 2 6 . 1 2 6 2 



: 5 2 6 . 1 2 3 2 



<##0ill 5> 




^^,^;^] _4_^na-5. 6, 7. 8. 9, 1 O-^^^^lJ-fcHP-l 0-^ 
^;V-2- -5-:t=^^yt!U^H [4. 5-b] [1, 5] v^T 

\/-» 9 cD'fb'&iKi : 1. 2 5g) Rr)C2-^^;v>'xn;V3i^D>^ (4 



10 lomg) d^e>. 6- [3, 5-tfx ihvy)v^u:^^)V) ^>>?;v] -5, 

6, 7, 8. 9, 1 0-^^i^-tFO-l 0-pt^;i'-4- (2-^^;i/7x- 
-2- (p<^;U5^:t) -5-::r^ytfU5H [4, 5-b] [1. 5] z^T 
V^^ytm^tl-n: (1. 3 9g. 10 0%) . 
MS (EI) J32/^ : 5 5 4 (M+) 
15 HRMS(EI) : C26H24F6N40Si:UT 
mWm. : 5 5 4 . 1 5 7 5 

mmm. : 5 5 4 . 1599 

<##^ 1 6 > 



wo 03/080619 



>CT/JP03/03488 



0 H 




6- [3. 5-tfx (hu:7;v:tn^g^;v) ^>z^M -5. 6, 7, 8. 9, 

[4, 5-b] [1. 5] PrVzy> im^MlOiDit^m; 2. 4 6 g) 
5 h^bHo:7^> (l5mL) 7ic?&bM^e>3-i^pnJl^m#M 
(2. 4 2g) &iiP^> ^ia-e3Np^m#bfe« siiS:?^?&i^'J:^^;i':^^Ai^D 

-^h^^y^- (@^MX^;i/ : ^^•y->=2 : 1) {CT)^$afS^:> 6- [3. 

(bU7;V:tD>^^;l/) ^>>^;i/] -5, 6, 7.. 8, 9, 10-^^ 

u- 1 n ^ 2 - (7^ ^Ji/x;v>i^::i;i') - 5 - V -4-y xn;i/k! y ^ F [ 4 , 

10 5-b] [1, 5] i^Tl/'»*^#^nirc (1. 84g. 71%), 
MS (EI) my^z : 5 5 8 (M+) 
HRMS (EI) : C24H2oF6N403StbT 
f^#^i : 5 5 8 . 1 1 6 0 
: 5 5 8 . 1 1 9 3 



15 



<##^J1 7> 
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y^:^^)],] -4- (4-y)V:tuy:ii:=^)V) -5, 6. 7, 8, 9, 10-^^ 
lJ-l::Hn-2- -5-::t-^Vt!US F [4. 5-b] Cl. 5] 

-jy^J-yy m^Mi KDit-^^ ; 2. 2 1g) 5&^e». 6- [3. 5-lfX (b 
^jy)V^U:^^}l) ^>z^)Vl -4- (4-:7;l/::rD:7a:— ;U) -5, 6, 7. 

5 8. 9, 1 0-^^lMiHci-2- (^'^)V7s)V^::^)V) - 5 -:t=^^y tf U ^ H 
[4, 5-b] [1. 51 >^7Vi^>i!)m^tirc (2, 1 0 9 0%), 
MS (EI) my^z : 5 7 6 (M+) 
HRMS (EI) : C24Hi9F7N403S^bT 
th^M : 5 7 6 . 1 0 6 6 

10 MUm : 5 7 6 . 1 1 0 4 

<##^J18> 



mmmi6tmm(D:^m\z^r). e- [3. s-ex (hUr7;v:*-n>^^;v) 

15 ^>5?;V] -5, 6, 7, 8, 9. 1 0 -^^^Itt HD- 4 - (2-^b^i^:7 
xn;W) -2- - 5 -:t=^^y VfU 5 H C4. 5-b] [1, 5] 

i^7Vi^> (#%^J 1 2 O'fb'&tJ ; 2. 2 4g) 6- [3, 5 - tfX (b 

U7;W^n>^^;l/) '^>5^;V] -5. 6. 7. S. 9. l 0-^:^^1^liHn-4 
- (2-^ h^v'yx:n;i/) -2- i;^^)Vy.)V^=-JV) -5-:t^yifU^H 

20 [4. 5-b] [1. 5] >?Ty5^>*«#^tlfe (2. 0 9 g, 8 8%). 
MS (EI) mXz : 5 8 8 (M+) 
HRMS (EI) : C25H22FeN404S^:bT 
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m 
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: 5 8 8 . 1 2 6 6 



: 5 8 8 . 1 2 3 8 



<m^mi 9> 




^^,^;^3 _5, 6. 7. 8, 9. 1 i2-^^)VyaL 
-2- -5-:^=^VtfU^ H [4, 5-b] [1. 5] 5^ 

y^J-yy (##^J 1 3 OD-fb-a ; 4 9 0mg) :&^e>^ 6- [3, (hU 



10 7;V:tn>^5^;i/) '^^^^^^'W -5. 6, 7. 8. 9. 1 0 -^N^i^-b D - 4 - 
(2 - 2 - (^^JPXJl/JJ^nJV) - 5 -^^VM^) ^ H [4. 

5-b] [1. 5] >'TV-»:^^#e>nfe (3 3 5mg. 65%) o 
MS (EI) m/z : 5 7 2 (M+) 
HRMS (EI) : C26H22F6N403StbX 
15 th^^S: 5 7 2. 1 3 1 7 
HSIIM : 5 7 2 . 1 2 9 0 

<##^J2 0> 
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^>e?jn -4- (2-pt5^;i/:7x:n;w) -2- -s-rt^v- 

6, 7, 8, 9-7-h^fcl^P-5H-tfU5!^ [4, 5-e] [1. 4] z^T 

;v^np^5^;v) ^yz^M -4- (2->^5=-;w:7xzi;v) -2- 

-5-:t^y-6. 7. 8. 9-T-h7tFn-5H-lfU5b* [4. 5 
-e] [1. 4] >?Tift!»?>^#S.nife (4 10mg, 1 5 %) . 
MS (EI) i32/'z : 5 5 8 (M"^) 
HRMS (EI) : C24H2oF6N403Si:bT 
: 5 5 8 . 1 1 6 0 
5 5 8. 1 1 5 6 



<^mm 2 1 > 




^>e?;H-5. 6. 7. 8, 9. lO-'\^1ffcb*n-lO-p^^JV-4- (2 
-7t^;V:7x-;W) -2- (^5^;W5^:t) -5-:t^Vk^U^H [4. 5-b] 

[1, 5] z^7Vz^> mmmi ^(Dit'B^; i. 3 7g) e- cs, 5 
-tfx (hu:7;u:rDp^^;i') '^^v^^'W] -5. 6. 7, 8. 9. lo-'s^-y- 
tFn-1 o-p^5=-;v-4- (2-^5^;v:7xri;i/) -2- (p^5^;V'X;W3iN:^;w) 
-5-^^ytfu^H [4. 5-b] [1. 5] i^7^Jz^>f)m^nr<i (i. 2 

4 8 6%). 
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MS (EI) mXz : 5 8 6 (M+) 
HRMS (EI) : C2eH24F6N403S2:bT 
ti-^M : 5 8 6 . 1 4 7 3 
: 5 8 6. 1 4 3 6 

<imm 1 > 



6- [3, (hU ^'Jl/^^D^^^W ^>-^)V\ -5, 6. 7, 8. 9. 

1 0-^c^lt^t Hn-2- (.:^^)\^7.)\'i^^)Vi - 5 -:t^V - 4 -:7xn;i/t! 
UaH [4. 5-b] [1, 5] >?7y->> (##^1 6<Z)<k-&i^; 8 3. 8m 
g) \Z.. l-Til5^;H:f^^i^> (2 3. Img) . i?-r V^D tf;vx^;i'Ta 
> (0. ImL) RtKl. 4->^:t^1^-> (ImL) 5I^PBlin^jl0Sb 

(i^^x5^;W: ^i5'y-;W=l 0 : 1) ICTi^lS-rSt. 2- (4 
-y^^)\,\L^^V>-\-^)V) -6 - [3. 5 -fx (hU7;i':^P^5^;W) 
^yVM -5. 6. 7. 8. 9. 1 0-'\^1^-bKD-5-:t=^^V-4-:7x 
-;i/tfU5H [4. 5-b] [1. 5] >?TVi^>*^#e»n;rc (6 3. Omg. 
6 9%). 

MS (EI) : 6 0 6 (M+) 

HRMS (EI) : CzsHasFeNeO^tbT 




0 
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th^ffi : 6 0 6 . 2 1 7 8 
: 6 0 6. 2 1 5 8 



<mmm2> 




>i^M -4- i4-y)V^tiy3LZi)V) -5, 6, 7. 8. 9. 1 0 -'S^it 
kHD-2- - 5-::t4^y tfUS H [4, 5-b] [1. 

5] v^TV>'> 1 7 (D^b-er*^ ; 8 6. 5mg) RtK 1 -T'fe5^;Vtf'^^ 

10 (2 3. img) i)^^. 2- (4-yir5=-;Wt!-^^i^>-l-^^l-) "6- 

[3. (hU:7;W:ta^5^;V) '^>i^;V] "4- (4 -:7;l/:tP ^'xri 

_5, 6. 7, 8, 9. 1 0-^^1J-tHO-5-:t^VtfU^H [4, 5 
-b] [1. 5} -JrVi^yfi^^^nrc (7 6. 4mg. 82%). 
MS (EI) i72/^ : 6 2 4 (M+) 
15 HRMS (EI) : C^aHayF^NgOgtbT 
th@^ : 6 2 4. 2 0 8 4 
6 2 4. 2 0 7 0 
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0 

mmmitmm<D:^mz^v}. e- [3. s-hx (hU7;i/:tD^5^;u) ^ 

>>?;H -5. 6. 7, 8, 9. 1 0-^^1ffcb*D-4- (2-^h^$^:7a: 
_2- (^5=';WX;W3l^::i;W) -5-:^^ytfU^H [4, 5-b] CI. 
5 5] ^TVz^> im^miB<Dit^m; 8 8. 3mg) RXSl 

(2 3. Img) 2- (4 -T-fe^;Vtf^^>^>- 1 -'T;!^) -6- 

[3. (hUy'^i'^tD^^Jv) ^>>^;v] -s, e. 7, 8. 9, 10 

-^^+)-fcb*n-4- (2-^b=^->:7 3in;V) - 5 -:^^y t!U ^ b* [4. 5 
-b] [1. 51 -Jr'/z^>f)m?>nrc i7 7 . 3mg, 8 1%), 
10 MS (E I ) myz : 6 3 6 (M+) 

HRMS (EI) : CaoHaoFeNeOs^lbT 
tf^M : 6 3 6 . 2 2 8 4 

mmm. : e 3 e . 2323 



15 <^ 



4> 




0<^N^ H 
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>'>^;U] -5, 6, 7. 8, 9, 1 0-^^1tkFa-4- (2 -^5^;V:7a::n 
_2- (^5^;vx;w:J^n;i/) - 5-:t4^VtfU^ H [4, 5-b] [1. 5] 

=jy^/-yy immmiQ(Di\:^m; 8 5. 9rag) SLtJfi-r'fe9^;utf^7>^> 

(2 3. img) d^e>, 2- U-r-^^JVl^^yz^y-l—iJV) -6- [3. 
5 5-b'X (hU:7;V:tn^^;i/) ^>i^;H -5, 6. 7. 8. 9. lO-'s^ 
•y-t Ha-4-(2->^5^;V:73i-;i/)-5-:^^yfc!US 5-b] [1, 

5] z^rvzy>i)^^^nrc (7 0. omg, 75%) . 

MS (EI) : 6 2 0 (M+) 

HRMS (EI) : CaoHsoFeNeOgiibT 
10 th^M : 6 2 0 . 2 3 3 4 
^tnM : 6 2 0 . 2 3 1 9 



<mmm5> 




0^ H 

>>?;V] -5, 6. 7, 8. 9. 1 0-^=¥iJ-tHD-4- (2-;t5^;i/:7a::n 

;w -2- (^5^;i/x;U3j^::i;w) -5-:^^^^yifua f [4, 5-b] [1, 5] 

z^7V^> i^^mi9<D{^^^\ 8 5. 9mg) 'BLXS=e)V'^^) > (15. 7m 
g) 6- [3, b-\f.7s (hUy;l/:tOP^5^;V) ^>i^>'V'] -5, 6. 7. 

20 8 . 9, 1 0-'\4^-9-tHO-4- (2-^g^;V':73:ZiJV) -2- (^;W3i>U> 

-4— r;w -5-:t4^ytfU5 H [4. 5-b] [1. 5] z^rVi^ytim^ 

tlfc (8 7. 8mg. 10 0%) , 
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MS (EI) my 2 : 5 7 9 (M+) 
HRMS (EI) : CasHzyFeNgOa-tbT 
m-Um : 5 7 9 . 2 0 6 9 

mmm. : 5 7 9 . 2051 
<mmmQ> 



>>^;V] -5. 6. 7. 8, 9. 1 (2-p^5^;i'>'x3i 

;v) -2- (p^^;vx;w>J^n;i') -5-:f^ytfuaF [4. s-b] [i, 5] 
-jy^J%/y (##^ 1 9 ©-fb-a ^ ; 8 5 . 9mg) - (tf'j>^>-2— r 

;W) tf^^i^> (2 9. 4mg) H^^. 6- [3. 5-lfX ( h U >';i':^np<^ 
;i/) ^>$^;P] -5. 6, 7. 8. 9. 1 0-^^lJ-liHD-4- (2-^5^;v 
:7x-;v) -5-:e^y-2- [4- (t!U>^>-2-^;i/) H-^7>^>-l- 

-f;l'] fc!U5 K [4, 5-b] [1. 5] e?Tl/$^>J5^#e.nfe (9 5. 7mg. 
9 7%) o 

MS (EI) my^z : 6 5 5 (M+) 
HRMS (EI) : CaaHaiFeNyOilbT 
t^^<^i : 6 5 5 . 2 4 9 4 
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yz^}V] -5. 6, 7. 8, 9, lO-'\^1tfcHD-4- (2-^5^;v:7ain 

;v) -2- -5-:t^vtfuaF [4. 5-b] ci. 5] 

z^r'/z^> (#^^J 1 9 ©-fk-a-^ ; 8 5. 9mg) Rt)?l- (lfUae?>-2- 
-r;W) t!^^>^> (3 0. Omg) 6- [3. S-kfT. ( h U 

-<>i?;P] -5. 6. 7, 8. 9, 1 0-'\^1i-bh*n-4- (2-p^^ 
;l.:7n:n;V) -5-:r:^y-2- [4- (fc!U5i^>'-2-<;i/) tf-^7>^>- 

tru5H [4. 5-b] [1, 5] z^T^/z^yfim^nrc us. i 

mg. 4 9%) o 

MS (EI) my^z : 6 5 6 (M+) 
HRMS (EI) : CaaHaoFeNsOiUT 
th3?^ : 6 5 6 . 2 4 4 7 
: 6 5 6. 2 4 3 5 



<mmm s > 
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CF 



>>?;v] -5. 6. 7, 8, 9. 1 o-^^iJ-bHD-4- (2-^5^;i/:7xzi 

)V) -2- U5^;WX;i/3i^::i;V) -5-:t=¥ytfU^H [4, 5-b] [1, 5] 
z^7Vi^> 1 9 (D^b'&^l : 8 5. 9mg) IStXSl -^JVB.Ji^l^^'yi^y 

(2 0. 6mg) Hi^B. 6- [3, 5-lfX (hVy)V:tU;f^^)V) ^>z^M 
-2- (4-5f:;Ua;i't!^^>^>'-l-1'>'l') -5' 6. 7, 8. 9, 10-^ 
:^^t:|*D_4_ (.2-^^;i.:7xnJI/) - 5 -:t=^^V tf U ^ H [4, 5-b] 

[1. 5] v?T^/->>d^#6tlfc (5. 6mg. 6%) « 
MS (EI) 172/2: : 6 0 6 (M+) 
HRMS (EI) : CggHasFeNfiOzilbT 
: 6 0 6. 2 1 7 8 
HSllM : 6 0 6 . 2 2 1 4 

<mmm9> 



_5, 6. 7. 8. 9. 1 0-'\^lJ-th-O-4- (2-^5^;W7xn 
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_2- -5-:t^VtrU5H [4. 5-b] [1. 5] 

>?ry-» (##-^9 1 9 (Dit^m ; s 5 . 9 mg) isas^ ^ ^'/—jv-)- h u ^yj^ 

m(16. 2mg) 36>e>, 6- [3. (h^Jy)V:tU^^}V) ^yz^JV] 

-5, 6, 7, 8, 9. 1 0-^=^'y-bHP-2- i-i ^^^Z-JV- 1 )V) 
5 -4- (2-^5^;V:7xr:;l/) -5-:t=^Vt!USI« [4. 5-b] [1. 5] 

>^ryv'>d^#e>nfe (ei. omg. 73%) . 

MS (EI) rnXz : 5 6 0 (M+) 
HRMS (EI) : C^iH^zF^N^OtVX 
. th^M : 5 6 0 . 1 7 5 9 
10 : 5 6 0 . 17 2 7 



<mmm io> 




mmmitmm(D:^mz^v. e- [3. 5-ifx (h^jy)V:tu^^)v) 

15 >5?;W -5. 6. 7. 8, 9, 1 0-'\^i^-t HD-4- <.2-^^)i^y:y^::^ 
)V) -2- (^^;WX;V^::i;W) -5-:^^VtfUaH [4. 5-b] [1. 5] 
i^rye^^ (##^J1 9<^<t;'&'^ ; 8 5. 9mg) Rt;^l. 2, 4-5^h^V— 
JV^hU'^Am (1 6. 4mg) *>e>, 6- [3, 5-t?;^ ( h U :7;i/:^*Dp^5^ 
;i.) ^>i?;W] -5. 6. 7. 8. 9, 1 0-^^1ttHa-4- (2-^^;P 

20 :7a:Zi;i/) -5-:^^V-2- (1. 2. 4 -7^ b ^^/-^'l^- 1 -^^W t^'J^ 
H [4, 5-b] [1. 5] z^T'/z^>iJm^tirc (8 1. Img. 9 6%) . 
MS (EI) i33/^ : 5 6 1 (M+) 
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HRMS (EI) : C26H2iF6N70tbT 
th^-lit : 5 6 1 . 17 12 
mmm. : 5 6 1 . 1 7 0 2 

5 <mmm ii> 




yz^M -5, 6, 7. 8. 9. 1 0-'\=^^iJ-tl«D-4- (.2 - ;^^)Vy x.:^ 
M -2- -5-:t^ytfU5H [4. 5-b] [1. 5] 

10 -jy^/-yy 1 9 O^fc'S'*^ ; 8 5. 9mg) R.tJ^3- (X h4^>':^j;i'2l^:^ 

;0 b!^U>^> (2 8.. 3mg) 6- [3, ( h U 7;i/:tD 

'^>>^;v] -2 - [3- (xb^>';i(7;i/i?-;i/) tf'^u>?>- 1 — - 

5, 6, 7, 8. 9, 1 Hn-4- ( 2 -^^Jl/^^xX;!^) -5- 

:t^Vt?U^H[4. 5-b] [1, 5] i^TV^>^>*^#e>nfc (7 6. Omg, 

15 7 8%) o 

MS (EI) m^z : 6 4 9 (M+) 
HRMS (EI) : CazHaaFoNgOsiibT 
th^M : 6 4 9 . 2 4 8 8 
W^m.'. 6 4 9. 2 5 1 1 

20 

<^JS«^1 2> 
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>i?;v] -5. 6. 7, 8. 9, io-^^riJ-tHD-4- (2 -/5=-;v:7xn 
-2- -s-^r^vtfU^H [4. 5-b] [1. 5] 

5 i?Tl/'» (##^J 1 9 (D^b-a-iKl ; 8 5. 9mg) Rt;^4- (X h^^^:^?;!/:^^::^ 
;V) tf^Ui^> (2 8. 3mg) 6- C3. 5-tfX ih^)y)V:^X^^^ 

;v) ^>e^;i/] -2- [4- ix.h^zyioJVt-=-)i^) tf'^us?^- 1 — f^'i^] - 

5. 6. 7. 8, 9. 1 0-'\^'tMiHD-4- (2 - ;^^)Vy x.:=^)V) -5- 
:r^Vt!U^HC4, 5-b] [1. 51 i^TVi^>f)m^nrci9 7 . Omg, 

10 1 0 0 %) o 

MS (EI) : 6 4 9 (M+) 

HRMS (EI) : CazHssFeNgOailbT 

th^M : 6 4 9 . 2 4 8 8 

^JBMS : 6 4 9 . 2 4 6 5 

15 

<mmmi s> 
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mmmitmmo:^mz^v. e- [3, s-tfx (hvy)V:tti:A^)v) ^ 

-5. 6. 7. 8. 9. 1 0-^=^U'bHD-4- (2-p^9^;i':7a:- 
;!,) _2- - 5 -:t^y tf U ^ l< [4, 5-b] [1, 5] 

-jy^Jl/y (#%^J 1 9 O'fb'&tl ; 8 5. 9mg) S.tK3- (T'fe9^;i/T5/) 
5 t!PUS?> (2 3. img) 2- [3- (T-fe^^WT^/) traUe^>- 

_6_ [3, 5-ifx (hu:7;i/:tpp^5=';v) ^>>^;i^] -5, 6, 

7, 8. 9. 1 0-^=^'y-fcKD-4- (2-^5^;V7xn;V) -5-:t^yt! 
U^H[4, 5-b] [1, 5] e^Tye^>3&^#e»nfe (9 2. 6mg. 9 9%) o 
MS (EI) JJ2/^^ : 6 2 0 (M+) 
10 HRMS (EI) : CaoHgoFeNeOgiiUT 
: 6 2 0 . 2 3 3 4 
mMm. : 6 2 0 . 2 3 2 5 




mmm\tMm.(Ol3mz.^X>. e- [3, 5 -ex (hU:7;i/:tD;A5^;i/) ^ 
>>^;U] -5. 6. 7, 8. 9. 1 0-^=^U-kHD-4- ( 2 -p^5^;Vr7xn 
)V) -2- (p^5";i/X;i/J^::i;i/) - 5-:*-^VtfU^ b' [4, 5-b] [1, 5] 
v?ryi^> (##*?y 1 9 (D'fk'&ia ; 8 5. 9mg) Rr^4- (>?;?C^;i/T5 /) 
20 M^^)V> (2 3. Img) d>e>. 6- [3, 5-tfX ( b U :7;i/:ra ;<^;i^) 

^>>^;v] -2 - [4- (s?>t5^;vT$y) fcr^Ui^>- -5. 6, 
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7. 8, 9. 1 (2-^5";W:73:n;V) -5-:t^ytf 

U5 b* [4. 5-b] [1. 5] -J7'/i^>iim^nrc (8 0. 5mg, 8 6%). 
MS (EI) myz : 6 2 0 (M+) 
HRMS (EI) : C3iH34F6N60tbT 
th^m : 6 2 0 . 2 6 9 8 

mmm : e 2 o. 2662 

<^5S^J1 5> 




mmmitmmco^mz^^. 6- [3. 5 -ex (bu:7;i.:;a-D^5^;v) 

>Z^)V1 -5, 6. 7. 8, 9. 1 0-^^1i-fcHD-4- i2-^^JVyx.:=^ 
_2- {^^)V7.)V^:=^M -5-:^^Vt!U5H [4, 5-b] [1. 5] 
Vr^J-y> (##^J 1 9 <D jb'&i^ ; 8 5. 9mg) S.rJ^4- (tfDUv^>-l- 
-<;V) lf^U>^> (2 7. 8mg) 6- [3. 5-tfX (hU^'JW^ra^ 

5^Jl/) ^>>';V] -5, 6. 1, 8, 9. 1 0-^^iJ-t:Ha-4- (2-P^^ 

;w:7xii;i^) -5-:^^v-2- [4- (tfoUi^v-i-i-JV) if-<^Ui?>- 

\-^M fcfU^H [4. 5-b] [1. 5] ^y^/lyyiim^^f^ (8 9. 5 
mg, 9 2 %) • 

MS (EI) in/'^ : 6 4 6 (M+) 
HRMS (EI) : CasHaeFeNeOtUT 
th^m : 6 4 6 . 2 8 5 5 
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: 6 4 6 . 2 8 2 5 



<mmmi 6> 




5 mmmitmm<D:^mz^io. e- [3. s-tfx ih^jyjv^tu^^M ^ 

>z^M -5, 6, 7, 8. 9, 1 (2 

_2- - 5 -:a-^Vt!U 5 H [4. 5-b] [1, 5] 

i^rVzy> 1 9 (Dit-^m ; s 5 . 9ms) 'BlxS4- (tf^ui?>-i- 

-f;!/) If^Ui^^ (3 0. 3mg) 5&^6., 6- [3, ( h U :7;i/5!-D^ 

10 ^>z^)Vl -5. 6, 7. 8, 9, 1 0-'\^lJ-fch*D-4- i2-}f^^ 

)Vy:x^=L)V) -5-:t^V-2- [4- (If '^U >^>- 1 — f ;W) lf^U>^>- 
l_^;l,3 tfUSF [4. 5-b] CI. 5] >^TV>'>dt#e.nfc (8 5. 3 
mg, 8 6 %) « 

MS iEl) my^z:66 0 (M+) 
15 HRMS (EI) : C34H38F6N60tbT 
th^^t : 6 6 0 . 3 0 1 1 

mmm : e e o . 3 o 2 e 
<mmm 1 7 > 



wo 03/080619 



;T/JP03/03488 



60 




N II 




y^)^-^ 6, 7. 8. 9. 1 0-^^1^-bHO-4- (2-^5^;V:7xZl 

_2- i^^)V:!^)V^:=.)V) -5-:t^VtfU5b' [4. 5-b] [1, 5] 
5 -jy^j-yy 1 9 a>'fk:'&«l& ; 8 5. 9mg) RtK4- (^;i/3i=;U>-4- 

-f;l/) .tr.'^'J>?>' (3 0. 7mg) *>e,. 6- [3, 5-HX (bU>';V:^D>^ 
^;V) ^>i^;i/] -5. 6, 7. 8. 9. 1 O-^^U-fcHO-4- (2-^^ 

;i/7xzi;w) -2- [4- (^:;V3j^u>-4— r;v) tf^u>^>- 1 — r;v] - 

5-:t^Vfc!U^H [4. 5-b] [1. 5] v^T^/v-^J&^^e^nfe (8 6. 5 
10 mg, 8 7 %) c 

MS (EI) myz : 6 6 2 (M+) 

HRMS (EI) : CgaHaaFeNeOgtl/T 

th^lt : 6 6 2 . 2 8 0 4 

^SOm : 6 6 2 . 2 7 9 8 

15 

<iiiSi^i8> 
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_5, 6. 7. 8. 9, 1 0-^=^lMiHD-4- (2-p^5^;V:7xn 
_2- - 5 -rt^V If U ^ H [4, 5-b] [1. 5] 

zP7V>'> m^M19(D^t^m; 8 5. 9mg) ^^4- (2-:^^VtfnU 
^jy-X—^M tf^Ui?> (3 0. 3mg) *^e>. 6- [3, (bU 

r';i/:fnp^5^;v) ^>>^;v] -5, 6. 7. 8, 9. i o -^^1^•bHD-4- 
(2-p^5^;l/:7xn;^) -5-:t=^y-2- [4- (2-:^=^-VtfnU>^>-l 

— r;w) if^uv'^-i— r;i/] tru^H [4, s-b] [i, s] >?t\/-» 

*t#e»nfe (9 6. Omg. 9 7%) . 
MS (EI) rnXz : 6 6 0 (M+) 
HRMS (EI) ; CaaHsAFeNeOz^l^'t: 
fl-^ffi : 6 6 0 . 2 6 4 7 

mmm. : 6 e o . 2 e 4 a 



a 

mmmit.mm(o:fsmz^^. 6- [3. s-ifx (hu:7;p^a^^;w 
>v^;H -2- (pt^;i/7.;P3i^:^;i/) -4- (2-^5^;i':73i:n;w) -5-:^^ 

V-6, 7, 8, 9-5^b51:iHn-5H-t!U5 H [4, 5-e] [1, 4] 

(2 3. img)*^e.. 2- (4-r-fe^;vtf'^7e^>-i— r;i/) -6- [3. 
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(hU:7;P;rp;^9^Jl') ^>z^M -4- {2 - ^^)vy :y^:=-)V) -5 

_^:fj.y_6. 7, 8. 9-xh^t:h*n-5H-t!U^H [4. 5-e] [1. 

4] >?Tiflf>5&^#e)nfe (4 3. 8mg> 4 6 %) o 

MS (EI) my'z : 6 0 6 (M+) 

HRMS (EI) : CaeHzsFeNeOztbT 

th^fit : 6 0 6 . 2 1 7 8 

Htllffi : 6 0 6 . 2 1 6 6 

<mmm2o> 



y-J)V] -5. 6. 7, 8. 9. 10-^^itt:HP-10-p^^;V-4- (2 
-^5^;i/:7xr:;W) -2- (;^5^;i/X;W4^njW -5-:t4^yHU^H [4, 5 



'fe5^;Vtf^^e^> (2 3. img) 9- (4-T-fe^;l't^'^^e^>-l- 

^;^) _6- [3, 5-lfX (hU:7;W:ra^^;i/) -5. 6. 7, 

8, 9. 1 o-^^i^tiHD-i o->^5^;v-4- (2-^5^;v:7xn;v) -5 

-rt^ytfU^H [4. 5-b] [1. 5] i^TVi^y^m^tirc (7 8. 6m 
g. 8 3%), 

MS (EI) my^z : 6 3 4 (M+) 




-b] [1, 5] i?r\/i^> (##^2 KDib'&i^ ; 8 8. Omg)BLt)^l-T 
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<mmm2 i> 




CF 



0^ Me 

-5, 6, 7. 8. 9, 1 0-^^1J-kHO-l 0-^^;V-4- (2 

-2- (>^^;i/x;i/3f:n;i/) -5-:r^vtfU^H [4, 5 

-b] [1. 5] z^r^/^^> (.^mM2 icoit^m ; SS. Omg) RtX^;V2f: 
U> (15. 7mg) .6- [3, 5-lfX ( h U >^;l'^P^^>'V) ^>^:^ 

;H -5. 6. 7, 8, 9. 1 O-'N^itfcl^D-l 0-pt^;^-4- (2-^ 
^;i/>'x::i;i/) -2- (^;i/7}sU>-4— r;W - 5 -:t^Vt!U S [4, 5 
-b] [1. 5] z^T'/zy>f)m^nrc (8 1. 8mg, 9 2%) , 
MS (EI) myz : 5 9 3 (M+) 
HRMS (EI) : CggHasFeNgOgtUT 
th^fit ; 5 9 3 . 2 2 2 5 

mmm : 5 9 3 . 2 1 s 9 
<mmm2 2> 



6- [3, 5-tfX (hU:7;i/^Dp<^;l/) ^>i^)Vl -5. 6. 7. 8, 9. 
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1 HD-4- (2->^5^;i/:73in;i/) -2- (/^;i/x;V5l^:^;v) 

_5_;^c:j.yt!ija H [4, 5-b] [1, 5'\ PrVz^> i^^Ml 9 <Oit^ 
m; 85. 9mg) \Z. 1 -T-fe5^;l/t!^^e^> (2 3. Img) . z^-iV^U 
b!;i/X^;i/T^> (0. ImL) RD^l, 4-z^^^^> (ImL) ^J0;1T 5 

i^^jp^MSitbfeo mm^m^vxn^nrcmmz. mymm. (o. smD r 

t;t!U>^> (0. ImL) <£Jra^Tl 0 O-CTSI^rBlM^bi/to S)i&liK^@^MX 
X^;V: ^^>'-;W=l 0 : 1) iCTltmt-St, 1 0-Ti-5^;V-2- (4- 

r;v) -e - C3. 5-tfx (hu:7;v:^D^^;v) 

_5, 6, 7, 8, 9, 1 0-^^lJ-fct«P-4- (2-;jt5^;V:7x 
-;^) _5_:^^ytfij5H [4. 5-b] Cl. 5] S?T^/>->3&^#e.nfc (9 

0. 2mg, 9 1%). 

MS (EI) 122/^ : 6 6 2 (M+) 

HRMS (EI) :C32H32F6 

^nm. : 6 6 2 . 2 4 4 0 

mmm. : 6 6 2 . 2 4 3 5 

<mmm2 3> 



6_ (h»J:7;i/:rD>^5^;W) '^Ve^JH -5, 6. 7, 8. 9, 




0 
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1 (2-^5^;i/:7a:n;i/) -2- (p^5^;i/;^;i/3fs-;i') 

-5-:t-^VtrU^ H C4. 5-b] [1. 51 z^7V^^> (^%mi 9 (Dih^ 
i^; 8 5. 9mg) (C. 5^:r^;P5^U> (18. 6mg) . V/D tr;^X5^ 
;VX$> (0. ImL) Rt^l, 4-e^5a-^"y-> (ImL) ^iPATSNf^jJD^ 

^«IUfeo ^^<£®5SbT#e>n;^c^tt^^h5bHD:7^> (ImD ®LtK3 
-t^DD3a^m#^ (7 7. 7mg)^J!ra;lT^iaT3NfWmi^U;rco KJ^m^ 

10 ^M-r'5i:> 6- [3, 5-t:'x ( h U :7;u:rn^5^;p) ^>>^;i/] -2 - (1. 

l->?:t^V5":t^;i/3iNU>-4— r;W) -5, 6. 7, 8. 9, 10-^^1^ 
t:HD-4- (2-p<5^;i/>'jcX;i/) -5-:r^ytrU^ H [4. 5-b] [1, 

5] z^rvz^ynfi^^nrc (55. 4mg, 59%) . 

MS (E I) mXz : 6 2 7 (M+) 
15 HRMS(EI) : C28H27F6Ns03S<i:bT 
: 6 .2 7 . 1 7 3 9 
6 2 7. 1 7 4 5 

<mmm2 4> 



6- [3. 5-lfX (hU:7;P5f Dptg^;i') ^>z^)]^l -5, 6, 7, 8. 9. 



20 
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1 o-^^l?-fcHD-4- (2 -^^;i':7x:n;i/) -2- 

-5-:t+ytfU^F [4, 5-b] [1, 5] i?rVi^> (##M 1 9 ©{b-^ 
#/;8 5. 9mg) tC. 1- it -^V^z^tl)V'^:=.}V) sfc^lf^'^i^X 3 6 . 
Img) , >^'1'yyplf;i/X5";PT5> (O. imD J5:D?1. A--J-:^^^y 
5 (ImL) Siin;lT5I^Kinl^5iSSbfeo ^jtS:^*ifmx^;PT#3KUT, TfcT 

>fe5&«e»3mo l/'Lit'fb7K^-ifmx^;KlmL)?&Jp;^T3 O^i-m^bfe^, 

mL) \zmm\^. bUX5^;i/T^> (0. ImL) 'SCtS^imm (0. 0 5mL) 
10 ^7KJ^TTin;lfe^> ^i^TS o^m^^b^co Mf&^§i^Mx5^;VTf&^bT7jc 

'^^)Vlj'7h.^u^V^yy^- mm:^^)V\ y-)V-=10 : 1) Jcx^ 

wtr^t. 2- (4-T'fe5^;v5i^^fc!^^>^>- 1 — r;p) -e- [3, s-if 
X (bu:7;v:rD^5^;i/) ^>5?;v] -5, e, 7, 8. 9. i o -^N^^u-fc i< 

15 0-4- (2-^5";W:7xx;l/) -5-:^-^Vt!U^ H [4, 5-b] [1, 5] 

i?r^J=iy>i)m^nit. (70. 7mg, 7 4%) . 

MS (EI) myz : 6 3 4 (M"^) 

HRMS (EI) : CaiHgaFsNeOg^lbT 
t^^M : 6 3 4 . 2 4 9 1 
20 II^M : 6 3 4 . 2 4 8 3 



<mMm 2 5 > 
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^>-j)V] -5, 6, 7. 8, 9. 1 o-'\^U't:Hn-4- (2 -pt5^;i/:7x 

_2- (^5";i/X;V3l^r:;i/) - 5 -^r+v tfU^ H [4, 5-b] [1. 
5] m^mi9(Oit^m; 8 5. 9mg) , 1- it-:fh^i^tl 

)V^-)V) e^^v'V (3 3. 5mg) SLtJ^^;<^;VX;i/5fc:n;i/i^ D U H (0. 0 
4mL) 5&^e», 6- [3, ( h U 7;W:rD ^>i^M -5, 6. 

7, 8. 9. 1 O-'N^itt HD-4- (2-^5^;i/:7ai:n;v) -2- [4- (P^ 

9^;i/x;V2f;^;i/) tf^^^v^^- 1 — r;H -s-rt^vtfUSH C4, s-b] 

[1, 5] i?T\/-»J^^#e.nfe (7 4. Img, 7 5%) c 
MS (EI) mXz : 6 5 6 (M+) 
HRMS (EI) : C^BHsoFeNeOsS^ibT 

ti-^M : 6 5 6 . 2 0 0 4 

i^iO^ : 6 5 6 . 1 9 9 2 

<mmm2 &> 
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mmm2 4tmm(D^mz^y). e- [3. s-if:^ ih^jy)v:tu^^M 

-5, 6, 7, 8. 9, 1 0-^^1tkFO-4- (2-p^9^;V>'x 
_2- - 5-:^^rVtfU5 F [4, 5-b] [1. 

5] -jy^J-y> (##^J 1 9 (D'fb'&^J ; 8 5. 9mg) , 4- it-^V^-yti 
5 ;W3^-;VTay) t!'^U>^> (3 6. Img) -dCCSm^mk (0. 0 5mL) *^ 
e,. 2- [4- (Tir^^J^T^y) t!^Ui^>-l-^;H -6- [3. 5-lf 
X (hUr7;i/:tP^^;W) ^>e^;P] -S. 6. 7, 8. 9, lO-^^l^bH 
p_4_ (2-p^5^;U7x-;i/) [4, 5-b] [1. 5] 

-J7^J-y>iP^^t\1t. (7 1. 2mg. 7 5%). 
10 MS (EI) m^z : 6 3 4 (M+) 

HRMS (EI) : CsiHaaFeNeOgtbT 
tf-^fit : 6 3 4. 2 4 9 1 
pmm. : 6 3 4. 2 4 8 3 

15 <^jfi^J2 7> 



UWm2 4t.W^O-^m^3s:^'0. 6- [3. 5-lfX 

_5, 6. 7, 8. 9. 1 0-^^i^-t:Hn-4- (2-^^;i'7x 

-2- (^^;^x;^3i^-;^) -s-^t^rVbru^ H [4. 5-b] [i. 

20 5] i^ri/>'> mmmi 9(Di[:^m: 8 5. 9mg) , 4- (t-T/h^e^* 
;V#-;V7ay) tf^Ui?>(3 6. img)B:r)^p<^>;^-'^^->'^^D'J H(0. 




H 
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0 4mL) H)^^. 6- [3. S-tfX ( h U :7;V:tn^5^;V) ^>z^)V\ -5. 
6, 7. 8. 9. 1 {2 - ^^)Vy -2- [4 

;v2Jn - ;i/T ^ 7 ) if'^ii u > - 1 - - 5 - :t ^ y tf U ^ F C 4 , 

5-b] [1. 5] i^7Vi^>i!)^n^nrc (45. 2mg. 4 5 %) , 
5 MS (E I) 123/'^ : 6 7 0 (M+) 

HRMS(EI) : CaoHs^FeNeOaS-hbT 
th^^S : 6 7 0 . 2 1 6 1 

mmm : e 7 o . 2151 
10 <mmm2 8> 



mmm2 3 iimm(D:^mz^v)^ e- cs, s-fx (huyj]^:t^^^M 
^>>?;i/] -5, 6. 7, 8, 9. 1 o-'\^-y-fcHP-2- (^5^;wx;W5Jn- 

_4_ (2-^hit^>/:7ai^;V) -5-:t-^ytfU5F [4. 5-b] [1. 

15 5] -jy^/z/y m^mi 2(0^^m', l l Smg) RtK^:^^;W:*^U> (1 0 
Omg) f)^^. 6- [3. (hUy;W:^P;<9^;W)^>i^>'H -2- (1, 

\--j^:3(-^j^:^^)Vi^\)y-A — -5. 6, 7. 8, 9, lO-'S^i^' 
t Hp-4-(2-^ h^'>>'x:n;V)-5-:t^ytfU^ HC4, 5-b] [1, 
5] V7^/-^>ifi%^ntc (7 6. 9mg> 5 9%) » 

20 MS (EI) i32^2r : 64 3 (M+) 

HRMS(EI) : C28H27F6N604S^:UT 
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: 6 4 3 . 1 6 8 8 
m&Ui 6 4 3. 1 7 0 2 

5 <umm> 

S. Di on^<D:^m ( r^-f:7ii-rx>>'-Xaife Sciences)] 4 1#, 2 
269H (1987 ¥) ) ^^-gBgfe^bTfflV^fc, 

t&mi^^^^l^" KbISti, Schi lci(Z);&fe ( ^:;^U■7^^^ye^3.•>^^r- 
^;^ . . :77— V30>^— (Brit. J. PharmacoDJ 14#. 4 8M(195 

Ty r od e^om^«£ATa>®O^L.:/S:, NaC 1 ; 1 3 6. 9, KC 1 ; 
20 2. 7. CaC 1 2 • 2H2O ; 2. 5. MgCl 2 • 6H2O ; 1. 0. NaHz 
PO4 • 2H2O ; 0. 4, NaHCOa ;11. 9. glucose;!!. ! 
(mmo 1 /L) 
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mi 





CK (nmn 1 /I ^ 




0.148 




0.324 


mMm 2 1 mmwi^m 


0.420 


mMm2 2iBi(<b^<^ 


0.0794 




0.169 


TAK-637* 


0.269 



* 9-263585 ^{^^(DmMm 1 8 \ztm.<oi\L-^m 

mi^x)^ (i) iLu^om^ ^n^NKis^^^^f^ffl^^ 

5 

(2) ^JV^>y hv-X hU— Ml^ 
J S. Peters one>0^^ ( ^^J^r-')^)^^ ' ' y ^-^^^^-^^ ' 
^V^:/X(J. Pharmacol. Methods) J 2 2 3 1M (1 9 8 9^) ) ^-U^ 

10 =E)v^vv^f\u^>mwv^ Si oi®«t*^»fbfco M#ji^^^^^ 
^2 
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mgAg 


(%) 




0.3 


43.0 


TAK-637* 


0.3 


12.0 




1 


23.8 




3 


20.5 



* 9-263585 ^^^©^Jgi^ll 1 8 tClBmoib'&tl 

5 mm±(Dmm^m 

15 U^V)ypf3i\,^i^-^mX.%^(Dit^^TAK- 6 3 7 ^:i^m<DmS^m&^L.. 
*fc{^-S#fiTit^-rSi«e5l5®<t;^#>TAK-6 3 7i:t9^n;rc^SI^M^ 
mV. J.O^>k:^mtC*5V^TTAK-6 3 7J;0^nWSo 
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1. 



TE-^^ (1) 




(1) 



— N 



© 
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2. T^-Jie^ (1 a) 



10 (^tf. AS«, 7\uy>m'?. X«ADy>M^Tam$nTViT'bj:ViCi 
15 ^x^|^^&'^^WTt>J:Vi5~7M®^^^^^^b ; 
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— N 



0 



10 X»^©4i. 

3. MIB-^^ (la) IC^feV^X, C^^^> ^ 




20 
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6 



10 



4. MIB-^^ (la) (;i:feViT> CMfl^^ ^ 

(^ct». Xta, -0-X«-S (O) «-<£^b; Qt^O, lX«2^^fo ) 

5. SulB— (la) ICcfeViT. cmi)^^ ^ 



^(CH2)r 



6. 

MIB-^^ (la) lc:feV^T> C^*^, ^ 
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7. Mt3-^!^ (la) lC:feV:»T, cmf)^^ ^ 

/ — V /° 

/ Me 

8. fi&l3-^^ (la) lC:feViT> n/5>^ 3 7 IB^^Si-a-n^^t! 

9. «9BB-^^ (la) \z^\,^X. Rifi7mm^-V^y)^ ni)^3'^m^m:!m 
1 0. ft^]gl^V^b9®V>Tm>13Sl-IBm©8S^::i^^t^'J5>?>MS^ 
1 1 . 1 ^ b 9 CD V^TtiJ^^ 1 :^ tclBm©^'&-^^ t! U S >BI##: 

1 2 . 1 b 9 ©v^rm^ 1 ^iciam^e'&cn^^tf U 5 >'>M^# 



1 3. »^]gi;a:viU9CDVi-rn*^i«i-SB^«)^'&-^^tfU5e^>^s^!^ 
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